5 y . ;■: 1 onsi rooi m r u i ion 
Remarks 
Claims 23 and 24 have been canceled. 

Rejectioa Under 35 U.S.C § 112, second paragraph 

Claims S3 were rejected under 35 U.S.C. § 1 12, second paragraph, as being indefinite. 
Applicants respectfully traverse this rejection, 
KiLhha j l 

In reviewing a claim for compliance with 35 U.S.C. 1 12, second paragraph, the examiner 
most consider the claim as a whole to determine whether the claim apprises one of ordinary skill 
In she art of its scope and, therefore, serves the notice function required by 35 U.S.C. 1 12, second 
paragraph, by providing clear warning to others as to what .constitutes, infringement of the patent. 
See. e.g.. Solomon v. Kimberly-Clark Corp., 21 6 F.3d 1372, 1379, 55 USPQ2d 1279, 1283 (Fed. 
Cir. 2000). See also In re Lev sen. No. 01-1092 (Fed, Cir. May 9, 2001 ) (unpublished). See also 
Metabolite Labs., Inc. v. Lab. Corp. of Am. Holdings. 370 F.3d 1354. 1366.7] USJPQ2d 1081, 
1089 (Fed. Cir. 2004) ("1'he requirement to 'distinctly 1 claim means that the claim must have a 
meaning discernible to one of ordinary skill in the art when construed according to correct 
principles.... Only when a claim remains Insoluble ambiguous without a discernible meaning 
after all reasonable attempts at construction must a court declare it indefinite,"). 
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Analysis 

Claim 13 is directed to the milnacipran formulation of Claim I. wherein the milnacipran 
is io the lorn} of a therapeutically equivalent dose of an active metabolite of milnacipran or 
pharmaceutical!}' acceptable salts thereof. 

The Examiner alleges that claim 13 is indefinite because there is no guidance provided to 
demonstrate the chemical identity or physical characteristics of any compound which may be a 
milnacipran metabolite, nor is any guidance provided to describe what amount of the metabolite 
is to be included in the formulation. The Examiner is applying the incorrect legal standard for 
deii idleness. 

Emm Research and Engineering Company v. United States, 265 F.3d 1371 (Fed. Cir, 
2001), stated the standard to be as follows: "If one skilled in the art would understand the 
bounds of the claim when read in light of the specification, then the claim satisfies section 112 
paragraph 2 Id. citing Miles Labs, Inc., v. Shandon, Inc., 997 F.2d 870 (Fed. Cir. 1994), 
The court further stated thai claims do not have to be plain on their face to be definite. Rather, 
"the claims need be amenable to construction, however di fficult that task may be. If the meaning 
of the claim is discernible, even though the task may be formidable and the conclusion may be 
one over which reasonable persons will disagree, we have held the claim sufficiently clear to 
avoid invalidity on indefiniteness grounds." id. 

Claim 13 specifies that the milnacipran is in the form of a therapeutically equivalent close 
of an active metabolite of milnacipran or pharmaceutical^ acceptable salts thereof The 
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specification discloses thai metabolism of miinacipran in the liver leads to the formation often 
chemical! identified metal i »age ;J lines 9-10) Puozzo et ai In i Drug Wetah 
Pharmacikmel., Apr-Jim. 23(2). 273-279 (1998), a copy of which is enclosed, describes some of 
these 10 metabolites including glucitroconjugated phase 1 metabolites, N-mono-dealkyiated 
metabolites, N-di-deaikyiated metabolites, and hydroxylated metabolites (page 273). The 
specification also discloses that the dosages of enanticmers, derivatives, and metabolites of 
miinacipran may need to he adjusted based on the relative activity of the racemic mixture of 
miinacipran ( page 1 6, lines 29-31). One skilled in the art would understand the bounds of the 
term ''metabolite" when read in light of the specification. Accordingly, claim 13 is definite. 
Rejection Under 35 U.S.C. § J 03 
Claims 1-10, 15-17, and 19-23 were rejected under 35 U.S.C. § 103(a) as being 
unpatentable over U.S. Patent Mo. 6,340,476 to Midha et ai ("Midha"), in view of Ansseau et 
ai.J'sychopharmaeoiogy, 114, 131-137, (1994) ("Ansseau"). Claims 140 and 15-23 were 
rejected under 35 U.S.C. § 103(a ) as being unpatentable over Midha in view of Ansseau and 
Men/a i't <u., J. Clin Psychiatry, 61(5), 378-38.1 (2000) ("Meii/a"). Claims 1-13, 15- 1 7. and 19- 
24 were rejected under 35 U.S.C, § 103(a) as being unpatentable over Midha in view of Ansseau. 
further in view of WO 98/08495 to Paillard et a! p Padbud") Claims 1-3, 6- 1 7, 20. and 23 were 
rejected under 35 U.S.C. § 103(a) as being unpatentable over U.S. Patent Application Publication 
No. 2003/0203055 to Rao et ai. ("Rao"). Applicants respectfully traverse this rejection. 
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i ^ 1 __ MfJ y ! 

To establish a prima facie case of obviousness, three basic criteria must be met. First, 
there must be some suggestion or motivation, cither in the references themselves or in the 
knowledge generally available to one of ordinary skill in the an, to modify the reference or to. 
combine reference teachings. Second, there must be a reasonable expectation of success. 
Finally, the prior art reference (or references when combined) must teach or suggest all the claim 
limitations. The teaching or suggestion to make the claimed combination and the reasonable 
expectation of success must both be found in the prior art, and not based on -applicant's 
disclosure, in re facet 947 F.2d 488, 20 USPQ2d 1438 (Fed. (is. 1 991). The mere feet thai 
references can be combined or modified does not render the resultant combination obvious 
unless die prior an also suggests the desirability of the combination. In re Mills. 916 F.2d 680, 
16 USPQ2d 1430 (Fed. Cir. 1990). The strongest rationale for combining references is a 
recognition, expressly or impliedly m the prior art or drawn from a convincing a of reasoning 
based on established scientific principles or Segal precedent, that some advantage or expected 
beneficial result would have been produced by their combination. In re Semaker , 702 F,2d 989, 
994-95, 217 USPQ 1, 5-6 (Fed. Cir. 1983), A prior art reference must be considered in its 
entirety, i.e.. as a whole, including portions dial would lead away from the claimed invention. 
W.L Gore & Assotiaies, Inc. v Oarlock, Inc., 721 K2d 1540, 220 USPQ 303 (Fed. Cir. 1983), 
cert, dented, 469 U.S. 85! (1984). 
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The standard for obviousness under 35 U.S.C. 103 was recently reaffirmed by the U.S. 
Supreme Court in KSR fm'l. Co. v. TcieHex. Inc. 2007 U.S. LEXIS 4745; 75 U.S.L.W. 4289. 

According to the Supreme Court, 
"often it will be necessary ... to look to interrelated teachings of multiple patents; the effects of 
demands known to design community or present in the marketplace; and the background 
knowledge possessed by a person having ordinary skill in the art, all in order to determine 
whether there was an apparent reason to combine the known elements in the fashion claimed by 
the patent at issue. To facilitate review, this analysis should be made explicit. 

Jh response to this decision, on. May 3, 2007. the Assistant Commissioner of the U .S. 
Patent Office Margaret Facarino sent to the Technology Center Directors a memo, stating in 
relevant part; 

(1) . The court reaffirmed the Graham factors in the determination of obviousness under 
35 U.S.C § 103(a). The four tactual inquiries under Graham are: 

(a) determining the scope and contents of the prior art; 

(b) ascertaining the differences between the prior art and the claims at issue; 

(c) resolving the level of one of ordinary skill in the art; and 

(d) evaluating evidence of secondary consideration. 

Graham v. John Deere, 383 U.S. 1, 17-18, 148 USPQ 459, 467 (1966) 

(2) The court did not totally reject the use of "'teaching, suggestion, or motivation" as a 
factor in the obviousness analysis. Rather, the court recognized that a showing of "teaching, 
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suggestion, or motivation" to combine the prior art to meet the claimed subject matter could 
provide a helpful insight in determining whether the claimed subject matter is obvious under 35 
U.S.C, §103(a), 

(3}Th i urt ejected the rigid ipplical i f i . ' ] g, si ^stunun mnt \au^n 
( fSM) t vhich requited a siu m 01 ome t tching, suggestion or motivation in the prior art 
that would lead one of ordinary skill in the art to combine the prior art elements in the manner 
claimed in the application or patent before holding the claimed subject matter obvious, 

(4) The court noted that the analysis supporting a rejection under 35 U.S.C §1 03(a) 
should be made explicit, and it. was "important to identify a reason that would have prompted a 
person of ordinary skill in the relevant art to combine the [prior art] elements" in the manner 
claimed. 

'Therefore, in formulating a rejection under 35 U.S.C. § 1 03(a) based upon a combination 
of prior art elements, it remains necessary to identify the reason why a person of ordinary skill in 
the art would have combined the prior art elements in the manner claimed." 

Analysis 

Claim 1 , and the claims dependent thereon, are directed to a miinacipran formulation that 
provides pulsatile release of miinacipran to produce a therapeutic effect over approximately 24 
hours when administered to a patient in need, with diminished incidence or reduced intensity 
relative to one or more immediate release miinacipran side effects. 
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Claim 20. and the claims dependent thereon, are directed to a kit containing the 
formulation of claim I . 

Claims 23 and 24 have been canceled. 

1 U > i i > tj < i 11' 1- 

Claims 1-3, .9, 10, 15-17, and 19-23 are not obvious over Midha in view ofAmseau since 
(he references, atom: or in combination, do not disclose or suggest a pulsatile release 
milnacipran formulation which provides a therapeutic effect over 24 hours with reduced 
incidence or intensity of side effects 
m Midha 

Midha describes pharmaceutical dosage forms for pulsatile release delivery of 
melhylphenidate (available commercially as Ritalin®) ("abstract''). Ritalin® is a central nervous 
system stimulant thai is used for the treatment of Attention Deficit Disorder ("ADD") and 
Attention Deiieitd Ivperaciivity Disorder ("ADHD'*) (col, 2, lines 5-13), Midha is concerned 
with the pulsatile delivery of met hylpheni date due to Us potential for tolerance (i.e., loss of 
clinical efficacy when constant blood levels are maintained) short half-life, and potential for 
abuse. Milnacipran does not exhibit potential for tolerance or potential for abuse. Midha does 
not disclose or suggest a milnacipran formulation that provides pulsatile release of milnacipran 
which exhibits diminished incidence or reduced intensity relative to one or more immediate 
release milnacipran side effects, hi fact. Midha does not recognize that pulsatile release 
formulations can be used to minimize side effects, 
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Further, Mid ha teaches away from formulations that provide a therapeutic effect over 24 
hours. Midha discloses thai for pulsatile release formulations containing three doses of 
nietbylphemdate, the third dose should be lower than the first two due to the fact that 
niethyiphenidate can disrupt sleep (col. 8,. lines 33-35) and thus the* compositions described in 
Midha are not designed nor intended to provide a therapeutic effect over 24 hours. 
k Ansseau 

Ansseau describes the efficacy and tolerance of fluoxetine versus milnaeipran (abstract). 
Ansseau discloses that fluoxetine showed superior results versus milnaeipran (page 135, first 
paragraph). Ansseau does not disclose or suggest a pulsatile release formulation of milnaeipran 
that exhibits a therapeutic effect, over 24 hours, In fact, Ansseau teaches away from the claimed 
composition since Ansseau discloses administering milnaeipran in a single immediate release 
.dose,- which is unlikely to provide a therapeutic effect over 24 hours. Ansseau discloses that the 
.FxRU^ed effk 10 of miinuupi tnwaslikeh ! ue t< > inadcjU ue r>\ sum e\els 

Further, Ansseau does not disclose or suggest a pulsatile release milnaeipran formulation 
which exhibits diminished incidence or reduced intensity relative to one or more immediate 
release milnaeipran aide effects. Although Ansseau does mention side effects associated with 
milnaeipran and fluoxetine. Ansseau discloses that more patients dropped out of the fluoxetine 
study due to adverse effects than dropped our of the milnaeipran study (page 133, first column, 
last paragraph). 
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c. Midha in view ofAnsseau 
In order to establish a prima facie case of obviousness, three basic criteria must, be met 
First there most be some suggestion or motivation, either in the references themselves or in the 
knowledge generally available to one of ordinary skill in the art, to modify the reference or to 
combine reference teachings. Second, there must be a reasonable expectation of success. 
Final I) the pri iri rcfci ice (oi efcrences when combi do must teach o s igg st |j he dam 
limitations. The teaching or suggestion to make the claimed combination and the reasonable 
expectation of success must both be found in the prior art, and not based on applicant's 
disclosure.. 

The Examiner aiieges that it would have been obvious to one of ordinary skill In the art to 
formulate milnacipran as a pulsatile release dosage form because Midha teaches that pulsatile 
release formulations are useful for drugs which have a short half-life and must otherwise be 
administered two or three times daily and Ansseau discloses that milnacipran has a relatively 
short halt-life. The Examiner has not considered the entire disclosure of Midha. Midha 
discloses pulsatile release formulations of drugs that exhibit the potential for tolerance and abuse, 
namely- methylpbemdate. Milnacipran does not possess either of these properties. Midha does 
not disclose or suggest a pulsatile release milnaeipran formulation that exhibits a therapeutic 
effect over 24 hours. In fact. Midha teaches away from, a formulation which provides a 
therapeutic effect over 24 homo since Midha discloses releasing a lower dose from the 
formulation due to meth> iphemdate "s potential for disrupting sleep. 

4s&t&®» 16 OP i 07 P 

08533774? 



U.S. S.N, i 0/690,872 
Fifed: October 22, 2003 

AMENDMENT AND RESPONSE TO OFFICE ACTION 

Ansseau describes comparative studies of immediate release mihiacipran and fluoxetine 
formulations. Ansseau does not disclose or suggest a formulation providing a therapeutic effect 
over 24 hours, Ansseau discloses that mihiacipran was less effective than fluoxetine and {hat this 
was likely due to the fact that only a single dose was administered, which led to inadequate 
plasma levels. Further, while Ansseau does briefly discuss [he side-effects associated with 
mil u o »i hi i In an vns e i ! e n a i I e ugge t i rmulat on wl ieh exhibit 
reduced incidence or intensity of side effects. Ansseau does not provide the elements missing 
•from Midha, 

Moreover, the Examiner has failed to show that one of ordinary skill in the art would not 
be motivated to combine the pulsatile release meihylphenidate formulations of Midha with the 
immediate release mihiacipran formulations of Ansseau to arrive at the claimed compositions 
since neither reference discloses or suggests pulsatile release formulations that provide a 
therapeutic effect over 24 hours with reduced the frequency or severity of side effects. Even if 
one were motivated to combine the references, one of ordinary skill in the art would be 
motivated to prepare pulsatile release formulations containing fluoxetine, which showed superior 
results according to Ansseau. Finally, the Examiner has failed to show thai one of ordinary skill 
in the art would have a reasonable expectation of success, Accordingly, the Examiner has failed 
10 establish a prima facie case of obviousness. Claims 1-3, 8, 9, 15-17. and 19-22 are not 
obvious over Midha and Ansseau. 
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Claims 4-8 are not obvious over Midha in view of Amseau since the references alone or 
;>/ i imhinatkm h not disclose a suggest ihi el tsc profile and C n valu n Uedmihi lainti 

The references, alone or in combination, do not disclose or suggest, the pulsatile release 
formulation of claim 1 having the release profile specified in claim 4 and 5. Midha discloses the 
release profile for methyl phenidate. not mitoacipran (col 5, lines 9-16). Midha does not disclose 
the €,„ as values recited in claims 6-8. Ansseau does not disclose the elements missing from 
Midha,. The references, alone or in combination, do not recite all the elements of the claims. 
The Examiner has failed to establish a prima facie ease of obviousness. Accordingly, claims 4-S 
rue m>t obwns u\ei Midha m \ iev\ «\ Ansseau. 

Claims I - 10 and 1 5-23 are no) olna us n\ei Mulba nniew of Ansse i fintht i jn of 
Men/a a uL. J. Clin. Psychiatry. 61(5). 37 8-81 (2000) f"Menza*l 

Claims 1-3, 9, 10, and 15-23 are not obvious over Midha in view of Ansseau and Memo 
w< L )i in dm < a 'i ton 'i' e a n' i / < i ' -^l 1 i o> o/ N i i a / / N idi ,t/uat 
milmicipran formulation which provides a therapeutic effect over 24 hours with reduced 
ma Jen, i or nitcnsioe of side <!je,0- 

a, Midha nod Ansseau 

Midha and Ansseau are discussed above. Midha and Ansseau. alone or in combination, 
do not disclose or suggest a pulsatile release milnacipran forniulation providing a therapeutic 
effect over 24 hours with reduced incidence or intensity of side effects. 
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L Menza 

Menza describes administering modafmil to augment, a partial or nonresponse to an 
antidepressant (abstract). Menza docs not disclose or suggest administering modafmil in 
combination with a pulsatile release milnaeipran formulation as required by claim I and the 
claims dependent thereon. Menza does not provide the elements missing from Midha and 
Ansseau. One of ordinary skill in the art. would not. be motivated to combine Midha, Ansseau, 
and Menza to arrive at the claimed compositions. The Examiner has failed to establish a prima 
facie case of obviousness. Accordingly, claims 1-3, 9, 10, and 15-22 are not obvious over Midha 
in view of Ansseau and Menza. 

Claims 4-8 are not obvious over Midha hi view of Ansseau and Memo since the 
eferencen '.lorn o comb union do w disciosi oi suggest i e re! east pi fih and ( , vahu 
recited in the claims 

a, Midha in view of Ansseau farther in view of Menza 

As discussed above. Midha and Ansseau. alone or in combination, do not disclose or 
mggeM. \\k inKatile rclc\se formulation of claim 1 ha\ ing me release pro Hit: specified in chin 4 
and 5 nor the < values recited in claims 6-8. Menza does not provide {he elements missing 
from Midha and Ansseau. In tact. Menza is silent regarding release profiles since the 
formulation described in Menza is an immediate release formulation, not a pulsatile release 
.formulation. One of ordinary skill in the art would be motivated io combine the pulsatile release 
metbyiphemdaie formulation of Midha with the immediate release formulations of Ansseau and 
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Menza to arrive at the claimed compositions. The Examiner has failed to establish a prima facia 
case of obviousness. Accordingly, claims 4-8 are not obvious over Midba in view Ansseau 
further h view of Menza, 
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Claims 1-3, 9, 10-/2, 15-17, and 19-24 are not obvious over Midha m view of Ansseau 
and Pa Ward -since the references, alone or in combination, do riot disclose or suggest a pulsatile 
release milnai tpin" u>rm;tht!i m v hied pt<>\ uh * a tin nq emu i aet t o e V / out ^ n dh redact a 
incidence or intensity of side effects 

a. Mhlha and A nsseau 

Midba and Ansseau arc discussed above. Midha and Ansseau, alone or in combination, 
do not disclose or suggest a pulsatile release mjinacipran formulation providing a therapeutic 
effect over 24 hours with reduced incidence or intensity of side effects. 
h. Paillard 

Pail lard describes a prolonged release pharmaceutical composition, for oral 
administration, containing a single daily dose of 60 to 140 mg of miJnacipran (abstract). Paillard 
does not disclose a pulsatile release formulation as required by the claims. 
c. Midha in view of Ansseau and Paillard 

In order to establish a prima facie case of obviousness, the references, alone or in 
combination, must disclose each and every element of the claims. Midba. in view of Ansseau and 
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does not disclose or suggest a pulsatile release miinacipran formulation which provides a 
therapeutic effect over 24 hours with reduced incidence or intensity of side effects. Paillard does 
not disclose the elements missing from Midha and Ansseau. 

Further, one of ordinary skill in the art would not be motivated to combine the pulsatile 
release methyl phenidme compositions of Midha with the immediate release milnacipran 
formulation of Ansseau and the extended release formulation of Paillard to arrive at the claimed 
compositions. The Examiner has (ailed to establish a prima facie ease of obviousness. 
Accordingly, claims I -3, 9. 1 0-1 2, 1 5-1 7. and 1 9-22 are not obvious over Midha in view of 
Ansseau and Paillard. 

Claims 4-8 ore not obvious over Midha in view of Ansseau and Paillard since (he 
references alone or in combination do noi disclose or suggest the release profile ami C max value 
recited in the claims 

As discussed above, Midha and Ansseau. alone or in combination, do noi disclose or 
suggest the pulsatile release formulation of claim 1 having the release profile specified in claim 4 
and 5 nor the C msx values recited in claims 6-8. Paillard does, not provide the elements missing 
from Midha and Ansseau. One of ordinary skill in the art would be motivated to combine the 
pulsatile release methylp.heni.date formulation of Midha with the immediate release formulation 
of Ansseau and the extended release formulation of Paillard to arrive at the claimed 
compositions. The Examiner has tailed to establish a prima facie case of obviousness. 
Accordingly, claims 4-8 are not obvious over Midha in view Ansseau and Paillard. 
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R m v u 1 ^ iitnv I ik n_ <. is^t. 1 \l pain w i > no- i , m nn il ( tbstract) The 
method includes administering to the mammal an effective amount of a selective norepinephrine 
(NE)-serotonin (5-HT) reuptake inhibitor (NSill). such as milnacipran (abstract). Rao does not 
di it lost O! sug; t it \ pulsatile rel ise m in cip m formel » ion 

A pulsatile release dosage form is one that mimics a multiple dosing profile without 
repeated dosing and allows at least a twofold reduction in dosing irequenc} as compared to that 
drug presented as a conventional dosage form (e.g. as a solution or prompt drug-releasing, 
conventional solid dosage form) {page 9, lines 5-1 1). A pulsatile release profile is characterized 
by a first dose of drug that is released substantially immediately following administration, 
followed by a period of no release followed by release of a first and optionally a second, delayed 
release dose (page 9, lines 13-16). Pulsatile release is not the same thing as prolonged release. 

The Examiner alleges that the formulation described in Example 41 is a pulsatile release 
formulation. The Examiner is incorrect. Example 41 in Rao describes a formulation containing 
immediate release and sustained release (i.e., extended release) doses. The formulation "results 
In a long-lasting slow and relatively regular release of the active ingredient" (page 25, paragraph 
0361). This is not a pulsatile release formulation. As discussed above., a pulsatile release 
formulation is characterized by a first dose of drug followed by a period of no release, followed 
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by release of a delayed release dose, etc, Rao does not disclose each and every element of the 
claims. Accordingly, claims 1-3, 6-17, and 20 are not obvious over Rao. 

Double Patenting Rejection 

Claims I -9 and i 1-24 were provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 1-4 and 10-28 of 
copending Application Serial No. 1 1/192,697. Applicants respectfully traverse this rejection to 
the extent it is applied to the claims as amended. Claims 1 -3, 6-18, and 20-24 were provisionally 
i-cjected under the judicially created doctrine of obviousness-type double patenting as being 
unpatentable over claims 1-3, 6- 1 8 , and 20-24 of copending Application Serial No. .1 0/691 ,936 
in view ofMkiha further in view of Ansseau. Applicants respectfully traverse this rejection. 
Claim 14 was rejected on the grounds of nonstatutory obviousness type double patenting over 
claims 1-3 and 9 of U.S. Patent No. 7,038,085 in view of Midha and Ansseau. Applicants 
respectfully traverse this rejection. 

Legal Standar d 

Before consideration can be given to the issue of double patenting,, two or more patents or 
applications must have at least one common inventor and/or be either commonly assigned/owned 
or non-com monly assigned/owned but subject to a joint research agreement as set forth in 35 
U.S.C. 103(c)(2) and (3) pursuant to the CREATE Act (Pub. L 108-453, 1 18 Stat. 3596 (2004)). 
Congress recognized that the amendment to 35 U.S.C. 103(c) would result in situations in which 
there would be double patenting rejections between applications not owned by the same party 
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(see H.R, Rep, No. 1 08-425, at 5-6 (2003)). For purposes of a double patenting analysis, the 
application or patent and the subject matter disqualified under 35 U.S.C. 103(c) as amended by 
the CREATE Act will be treated as if coram only owned. See also MFEP § 804.03. Since the 
locti m o:i d atbl p a rting see! s to woid i ijusth v i trig! he ex >ensc I the 

public, the focus of any double patenting analysis necessarily is on the claims in the multiple 
patents or patent applications involved in the analysis. 
Anajyaas 

Claims 23 and 24 have been canceled. These claims will be pursued in copending 
Application No. 11/192,697. Claims 1 -22 in O.S.S.N. 10/690,872 will be canceled. 
Accordingly, the Examiner's rejection under 35 U.S.C. § 101 is no longer applicable. 

The double patenting rejection of claims 1-3, 6-19, and 20-24 as being patentable over 
claims 1-3. 6-1 ft. and 20-24 of copending U.S.S.N. } 0/69 1,9 36 in view ofMidha and Amseau is 
legally improper 

'The claims of the present application are directed to a milnacipran formulation that 
provides pulsatile release of milnacipran to produce a therapeutic effect over approximately 24 
hours when administered to a patient in need, with diminished incidence or reduced intensity 
relative to one or more immediate release milnacipran side effects. In contrast, the claims of the 
'936 application are directed to a delayed release or extended release formulation of milnacipran. 

The Examiner admits that the claims of the '936 application are not directed to pulsatile 
release milnacipran formulations (see page 15, second paragraph of the office action). However, 
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the Examiner then goes on to cite the disclosures of Midha and Ansseau in an attempt to provide 
die elements missing from the claims. This is an obviousness analysis, not a double patenting 
analysis and is legally improper. 

As discussed above, the focus of any double patenting analysis necessarily is on the 
claims in the multiple patents or patent applications involved in the analysis. As the Examiner 
admitted, the present claims are directed to pulsatile release formulations and the claims of the 
'936 application are directed to extended release formulations. Pulsatile release does not 
encompass extended release. 

A "pulsatile release dosage form", as defined on page 16 of the specification, refers to a 
form that (1) mimics a multiple dosing profile without repeated dosing and (2) allows at least a 
two-fold reduction in dosing frequency as compared to that drug presented as a conventional 
dosage form. The passage on page 1 6 goes onto state that a pulsatile release profile is 
characterized by a time period of no release { lag time) followed by rapid drug release. On page 
g. lines 24-25 the sp a ii cation disck ses that the; compf sitions are characterized h\ an initial 
rapid release of a therapeutical!} effective dose of miinacipran followed by so-called "delayed 
release" pulses such that a second and optional third delayed dose of the active agent are released 
from the dosage form, if a third dose is incorporated into the form, it is released alter a period of 
no release (lag time) following release of the second dose. These delayed release pulses can he 
released immediately or can be released over an extended period of time. This definition does 
not encompass delayed release or extended release formulations, neither of which have an initial 
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rapid release of a therapeutically effective dose of milnacipran, followed by a period of no 
release (lag time), followed by "delayed release" pulses such that a second and optional third 
delayed dose of the active agent is released from the dosage form. 

Accordingly, claims 1-3. 6-19. and 20-24 are patentable over claims 1-3, 6-1 8, and 20- 
24 of copending U. S.S.N. 10/69 1,936. 

The double patenting rejection of claim 14 over claims 1-3 and 9 of US, Patent No. 
0> * 0\ > ,a >/£ a of Wt'J'u' i t.itht n ml ! ot Insstop is }> K all\ improper 

The claims of the present application are directed to a milnacipran formulation that 
provides pulsatile release of milnacipran to produce a therapeutic effect over approximately 24 
hours when, administered to a patient in need, with diminished incidence or reduced intensity 
relative to one or more i nmed ite release milnacipran side effects. In contrast, the claims of the 
'085 patent are directed to an isolated compound of formula A and B, respectively. The claims 
of the '0S5 patent do not define a pulsatile release formulation. 

The Examiner admits that the claims of the '085 patent are not directed to pulsatile 
d.\i e nukuupniii tonnulation-, {set nage 17, second paragraph >u the odlce action). I knvexer. 
the Examiner then goes on to cite the disclosures of Midha and Ansseau in an attempt to provide 
the elements missing from the claims. This is an obviousness analysis, not a double patenting 
malysi . and is iegaih improp* i In dele in ining whether a nonstatutory basis exists for a double 
patenting rejection, the first question to be asked is — does any claim in the application define an 
invention that is merely an obvious variation of an invention claimed in the patent? None of the 
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claims in the •085 patent cited by the Examiner are directed to a pulsatile release formulation. 
Accordingly, claim 1 4 is patentable over claims 1-3 and 9 the '085 patent in view of Midha and 
Ansseau. 

Allowance of claims 1-22, as amended, is respectfully solicited. 

Respectfully submitted. 



/Michael J. Terapamv 
Michael J, Terapane, Ph.D. 
Reg. No. 57.633 
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